Hultgren and his co-workers were able to reduce but not eliminate completely the pulmonary hypertension by relief of hypoxia and therefore have hypothesized that pulmonary vasoconstriction resulting from decreased oxygen tension accounts for only a portion of the increased pulmonary vascular resistance found in these patients.5 Consistent with these data is the observation that in rats exposed to hypoxia the pulmonary arteries developed a perivascular cuff of edema fluid.6 Histamine has been proposed as an important mediator in the pathogenesis of pulmonary vasoconstriction produced by hypoxia. Under normal circumstances, the bronchial venular system may play a significant role in fluid reabsorption; after administration of histamine, large gaps appear in the endothelium of the bronchial venules, leading to peribronchial interstitial edema, thus indicating that these structures might also be involved in the pathogenesis of pulmonary edema.7 Since there is some experimental evidence that histamine is released in the lungs in response to hypoxia,8 this mechanism provides an alternative or additional explanation for the pulmonary edema which occurs with hypoxia. In addition, extraalveolar vessels also may contribute importantly to the formation of interstitial edema. When the pulmonary arterial pressure in excised lungs was raised while alveolar pressure was maintained relatively constant, the arterioles upstream from the capillaries leaked fluid into the alveoli. gestion may occur producing the clinical picture commonly but perhaps inappropriately termed "shock lung." In addition to the mechanisms outlined previously, injury to the small blood vessels of the lung could also be produced by the arrival of damaged cells, particularly platelets released from the peripheral circulation, and by thrombi and clots dislodged from damaged peripheral regions which are caught in the filter of the pulmonary arterial bed. It is evident that the pathogenesis of pulmonary abnormalities in these cases is not well understood, but the mechanism clearly is complex and may be different among the clinical conditions mentioned above.
In the Conner lecture printed in this issue of CIRCULATION, Fishman observes that the precise role of hypoxemia in causing the fluidexchanging vessels in the lungs to leak has not been adequately defined. As he indicates, the relative importance of the drainage function of the pulmonary lymphatics, the role of leaks in the bronchial venular system, the place of the reservoir function of the pulmonary interstitial space, and the concept of nonhomogenous distribution of precapillary resistances all require further clarification. Nevertheless, hypoxia as an underlying mechanism, which is at least partially responsible for the pulmonary edema accompanying heroin overdose, ascent to high altitude, and "shock lung," provides a basis for rational therapeutics. Indeed, oxygen therapy is a mainstay in the treatment of these disorders. Since elevated pulmonary capillary pressures have not been implicated in the pathogenesis of these types of pulmonary edema, it is unlikely that therapy with digitalis is of any benefit. As 
